Dear Sir,
We read with great interest the article by Law et al.
(1) regarding miR-145 modulates multiple components of the insulin-like growth factor pathway in hepatocellular carcinoma. In this study, β-actin, a housekeeping gene, was used as an internal control gene in the verification experiments of the targets (IRS1 and IRS2) of miR-145.
Several studies suggested that an individual microRNA (miRNA) could suppress hundreds of target genes. β-actin, a commonly used control gene in gene expression detection, encodes β-actin messenger RNA, which consists of 599 nucleotides at 3′ untranslated region. Housekeeping genes (such as β-actin) are predicted as the potential targets of miRNAs (such as hsa-miR-145) by several bioinformatics software, such as TargetScan, miRnada, Pictar and miRGen (2) . It is worthy to be considered carefully to verify target genes (such as IRS1) of miR-145 by choosing β-actin as internal control gene in gene expression detection experiments. As a consequence of this, it may affect the quantitation of potential target gene because the internal control gene is regulated by hsa-miR-145. The similar results may happen in the identifications of target of miR-138 by using glyceraldehyde phosphate dehydrogenase (GAPDH) (3) and of miR-429 by using β-tubulin (Tubb) as control gene. Recently, we realized that Sikand et al. (4) have identified that miR644a could target GAPDH and β-actin by binding their messenger RNA untranslated region, respectively. Their study demonstrated that GAPDH and β-actin are unsuitable as internal controls in miR644a functional studies. We all hope this issue could be taken seriously enough in the future studies.
In conclusion, the internal control gene should be chosen carefully in verification of target gene of miRNAs. A prediction performed by an alternative algorithm should be applied to determine whether this individual miRNA could target the housekeeping gene before choosing control gene.
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